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DETAILED ACTION 

Claims 1-5, 8-1 1 are pending in application 

Information Disclosure Statement 

The information disclosure statement filed complies with the provisions of 37 CFR 1.97, 1.98 
and MPEP § 609. It has been placed in the application file and the information referred to 
therein has been considered as to the merits. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claims 3 and 5 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

Claims 3 and 5 recite the phrase "adopted to". However, the claims are indefinite 
because it is unclear how the composition must be altered or changed in order to be considered 
one that is adopted. That is, it is unclear what constitutes an adopted composition as compared to 
one that is not adopted. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 
102 of this title, if the differences between the subject matter sought to be patented and the prior art are such that the 
subject matter as a whole would have been obvious at the time the invention was made to a person having ordinary skill 
in the art to which said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

Claims 1-5, 8-11 are rejected under 35 U.S.C. 103(a) as being unpatentable over Loftsson 
et al. (Acta Ophthalmologica Scandinavica, (2002 April) Vol. 80, No. 2, pp. 144-50, Ref: 51 
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Journal code: 9507578. ISSN: 1395-3907) in view of Yamamura et al. (Chemical & 
Pharmaceutical Bulletin (1991), 39 (10), 2505-8). 

In claim 1, applicant claims "A pharmaceutical composition comprising a per(3,6- 
anhydro)cyclodextrin, a pharmaceutically effective drug and a carrier. Claim 2 and 4 is drawn to 
the composition of claim 1, wherein the per(3,6-anhydro)cyclodextrin are specific and includes 
heptakis(3,6-anhydro)-/3-cyclodextrin and wherein the per(3,6-anhydro)cyclodextrin is of 
specific %. Claims 3 and 5 are drawn to the composition of claim 1, wherein the composition is 
adopted to topical administration and for use in or around the eye. 

Loftsson et al. disclose that cyclodextrins are cylindrical oligosaccharides with lipophilic 
central cavity and hydrophilic outer surface and that they can form water-soluble complexes with 
lipophilic drugs, which hide in the cavity (see abstract). Furthermore, Loftsson et al. disclose 
that cyclodextrins can be used to form aqueous eye drop solutions with lipophilic drugs, such as 
steroids and some carbonic anhydrase inhibitors and that they increase the water solubility of the 
drug, enhance drug absorption into the eye, improve aqueous stability and reduce local irritation 
(see abstract). In addition, Loftsson et al. disclose that cyclodextrins are useful excipeients in 
eye drop formulations of various drugs, including steroids of any kind, carbonic anhydrase 
inhibitors, pilocarpine, cyclosporins, etc. (see abstract). 

The difference between applicant's claimed composition and the composition of Loftsson 
et al. is that Loftsson et al. do not exemplify the use of a cyclodextrin that is a per(3,6- 
anhydro)cyclodextrin, in their composition. 

* 

Yamamura et al disclose a cyclodextrin, heptakis(3,6-anhydro)-/3-cyclodextrin, that is a 
per(3,6-anhydro)cyclodextrin (see abstract). 
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It would have been obvious to one having ordinary skill in the art, at the time the claimed 
invention was made in view of Loftsson et al. and Yamamura et al., to have prepared *a 
composition comprising any cyclodextrin such as Yamamura et al.'s per(3,6- 
anhydro)cyclodextrin, heptakis(3,6-anhydro)-/?-cyclodextrin together with a pharmaceutical^ 
acceptable drug and a carrier (such as water) to be used as an eye formulation or solution, since 
Loftsson et al. disclose that cyclodextrins can be used to form aqueous eye drop solutions with 

» 

lipophilic drugs, such as steroids and some carbonic anhydrase inhibitors and that they increase 
the water solubility of the drug, enhance drug absorption into the eye, improve aqueous stability 
and reduce local irritation. 

One having ordinary skill in the art would have been motivated, in view of Loftsson et al. 
and Yamamura et al., to have prepared a composition comprising any cyclodextrin such as 
Yamamura et al.'s per(3,6-anhydro)cyclodextrin, heptakis(3,6-anhydro)-j8-cyclodextrin together 
with a pharmaceutically acceptable drug and a carrier (such as water) to be used as an eye 
formulation or solution, since Loftsson et al. disclose that cyclodextrins can be used to form 
aqueous eye drop solutions with lipophilic drugs, such as steroids and some carbonic anhydrase 
inhibitors and that they increase the water solubility of the drug, enhance drug absorption into the 
eye, improve aqueous stability and reduce local irritation. It should be noted that the preparation 
or use of specific percent (%) of a composition the per(3,6-anhydro)cyclodextrin in said 
composition depends on factors such as the severity of the eye condition that is to be treated, the 
physical property (such as solubility) of drug used. 

In claim 8, applicant claims "A method of improving drug permeability through a tissue, 
which method comprises the steps of: conventionally admixing an effective amount of a per(3,6- 



Application/Control Number: 10/559,524 Page 5 

Art Unit: 1623 

anhydro)cyclodetrin, an effective amount of a drug, a carrier, and optionally one or more 
furthermore ingredients selected from the group of buffers, tonicity enhancing agents, 
preservatives, solubilizers, stabilizers/solubilizers, and complexing agents; and administering 
said pharmaceutical composition comprising said per(3,6-anhydro)cyclodetrin to said tissue". 
Claim 9 is drawn to the method of claim 8, wherein said tissue is selected from mucus tissue and 
ocular tissue. Claim 1 1 is drawn to the method of claim 9, wherein the mucus tissue is corneal 
epithelial cells and the ocular tissue is conjunctival cells. 

■ 

Loftsson et al. disclose that cyclodextrins can be used to form aqueous eye drop solutions 
with lipophilic drugs, such as steroids and some carbonic anhydrase inhibitors and that they 
increase the water solubility of the drug, enhance drug absorption (i.e., increase the permeability) 
into the eye (i.e., eye tissue), improve aqueous stability and reduce local irritation (see abstract). 
In addition, Loftsson et al. disclose that cyclodextrins are useful excipeients in eye drop 
formulations of various drugs, including steroids of any kind, carbonic anhydrase inhibitors, 
pilocarpine, cyclosporins, etc. (see abstract). In addition, Loftsson et al. disclose that 
cyclodextrins are useful excipeients in eye drop formulations of various drugs, including steroids 
of any kind, carbonic anhydrase inhibitors, pilocarpine, cyclosporins, etc. (see abstract). Also, 
Loftsson et al. disclose that cyclodextrins facilitates eye drop formulations for drugs that 
otherwise might not be available for topical use, while improving absorption (i.e., improves drug 
permeability) and stability and decreasing local irritation (see abstract). In other word, this 
implies that cyclodextrins improves the drug permeability (i.e., it improves absorption of the 
drug) when it is topically applied to the eye or eye tissue (such as ocular tissue or corneal 
epithelial cells). 
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The difference between applicant's claimed method and the method disclosed by 
Loftssoh et al. is that Loftsson et al. do not exemplify the use of a cyclodextrin that is a per(3,6- 
anhydro)cyclodextrin, in their composition. 

4 

Yamamura et al. disclose a cyclodextrin, heptakis(3,6-anhydro)-/3-cyclodextrin, that is a 
per(3,6-anhydro)cyclodextrin (see abstract). 

It would have been obvious to one having ordinary skill in the art, at the time the claimed 
invention was made in view of Loftsson et al. and Yamamura et al., to improve the permeability 
of a drug (such as pilocarpine) by preparing a composition comprising any cyclodextrin such as 
Yamamura et al/s per(3,6-anhydro)cyclodextrin, heptakis(3,6-anhydro)-j8-cyclodextrin together 
with a said drug and a carrier (such as water) to be applied to the eye (i.e., eye tissue ), since 
Loftsson et al. disclose that cyclodextrins can be used to form aqueous eye drop solutions with 
lipophilic drugs and enhances drug absorption (i.e., improves drug permeability) into the eye 
(i.e., eye tissue ). 

One having ordinary skill in the art would have been motivated, in view of Loftsson et al. 
and Yamamura et al., to improve the permeability of a drug (such as pilocarpine) by preparing a 
composition comprising any cyclodextrin such as Yamamura et al.'s per(3,6- 
anhydro)cyclodextrin, heptakis(3,6-anhydro)-jS-cyclodextrin together with a said drug and a 
carrier (such as water) to be applied to the eye (i.e., eye tissue ), since Loftsson et al. disclose that 
cyclodextrins can be used to form aqueous eye drop solutions with lipophilic drugs and enhances 
drug absorption (i.e., improves drug permeability) into the eye (i.e., eye tissue ). 
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In claim 10, applicant claims "A method of enhancing the bioavailability of a 
pharmaceutically effective drug, which method comprises conventionally admixing an effective 
amount of a per(3,6-anhydro)cyclodetrin, an effective amount of a drug, and a carrier. 

Loftsson et al. disclose that cyclodextrins can be used to form aqueous eye drop solutions 
with lipophilic drugs, such as steroids and some carbonic anhydrase inhibitors and that they 
increase the water solubility (i.e., enhance the bioavailability) of the drug, enhance drug 
absorption (i.e., enhance the bioavailability) into the eye (i.e., eye tissue), improve aqueous 
stability and reduce local irritation (see abstract). In addition, Loftsson et al. disclose that 
cyclodextrins are useful excipeients in eye drop formulations of various drugs, including steroids 
of any kind, carbonic anhydrase inhibitors, pilocarpine, cyclosporins, etc. (see abstract). In 
addition, Loftsson et al. disclose that cyclodextrins are useful excipeients in eye drop 
formulations of various drugs, including steroids of any kind, carbonic anhydrase inhibitors, 
pilocarpine, cyclosporins, etc. (see abstract). Also, Loftsson et al. disclose that cyclodextrins 
facilitates eye drop formulations for drugs that otherwise might not be available for topical use, 
while improving absorption (enhancing the bioavailability) and stability and decreasing local 
irritation (see abstract). In other word, this implies that cyclodextrins improves the drug 
permeability (i.e., enhances the bioavailability) when it is topically applied to the eye or eye 
tissue (such as ocular tissue or corneal epithelial cells). 

The difference between applicant's claimed method and the method disclosed by 
Loftsson et al. is that Loftsson et al. do not exemplify the use of a cyclodextrin that is a per(3,6- 
anhydro)cyclodextrin, in their composition. 
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Yamamura et al. disclose a cyclodextrin, heptakis(3,6-anhydro)-j8-cyclodextrin, that is a 
per(3,6-anhydro)cyclodextrin (see abstract). 

It would have been obvious to one having ordinary skill in the art, at the time the claimed 
invention was made in view of Loftsson et al. and Yamamura et al., to enhance the 
bioavailability of a drug (such as pilocarpine) by preparing a composition comprising any 
cyclodextrin such as Yamamura et al.'s per(3,6-anhydro)cyclodextrin, heptakis(3,6-anhydro)-/3- 
cyclodextrin together with a said drug and a carrier (such as water) to be applied to the eye (i.e., 
eye tissue ), since Loftsson et al. disclose that cyclodextrins can be used to form aqueous eye 
drop solutions with lipophilic drugs and enhances drug absorption (i.e., enhances the 
bioavailability) into the eye (i.e., eye tissue ). 

One having ordinary skill in the art would have been motivated, in view of Loftsson et al. 
and Yamamura et al., to enhance the bioavailability of a drug (such as pilocarpine) by preparing 
a composition comprising any cyclodextrin such as Yamamura et al.'s per(3,6- 
anhydro)cyclodextrin, heptakis(3,6-anhydro)-/3-cyclodextrin together with a said drug and a 
carrier (such as water) to be applied to the eye (i.e., eye tissue ), since Loftsson et al. disclose that 
cyclodextrins can be used to form aqueous eye drop solutions with lipophilic drugs and enhances 
drug absorption (i.e., enhances the bioavailability) into the eye (i.e., eye tissue ). 

Conclusion 

■ 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Michael C. Henry whose telephone number is 571-272-0652. 
The examiner can normally be reached on 8.30am-5pm; Mon-Fri. If attempts to reach the 
examiner by telephone are unsuccessful, the examiner's supervisor, Shaojia A. Jiang can be 



Application/Control Number: 10/559,524 



Page 9 



Art Unit: 1623 

reached on 571-272-0627. The fax phone number for the organization where this application or 
proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 



Michael C. Henry 




Shaojia Anna Jiang, Ph.D. 
Supervisory Patent Examiner 
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March 3, 2007. 



